To review the authors' experience with local excision of early rectal cancers to assess the effectiveness of initial treatment and of salvage surgery.
Objective
To review the authors' experience with local excision of early rectal cancers to assess the effectiveness of initial treatment and of salvage surgery.
Summary Background Data
Local excision for rectal cancer is appealing for its low morbidity and excellent functional results. However, its use is limited by inability to assess regional lymph nodes and uncertainty of oncologic outcome.
Methods
Patients with T1 and T2 adenocarcinomas of the rectum treated by local excision as definitive surgery between 1969 to 1996 at the authors' institution were reviewed. Pathology slides were reviewed. Among 125 assessable patients, 74 were T1 and 51 were T2. Thirty-one patients (25%) were selected to receive adjuvant radiation therapy. Fifteen of these 31 patients received adjuvant radiation in combination with 5-fluorouracil chemotherapy. Median follow-up was 6.7 years. One hundred fifteen patients (92%) were followed until death or for greater than 5 years, and 69 patients (55%) were followed until death or for greater than 10 years. Recurrence was recorded as local, distant, and overall. Survival was disease-specific.
Results
Ten-year local recurrence and survival rates were 17% and 74% for T1 rectal cancers and 26% and 72% for T2 cancers.
Median time to relapse was 1.4 years (range 0.4 -7.0) for local recurrence and 2.5 years (0.8 -7.5) for distant recurrence. In patients receiving radiotherapy, local recurrence was delayed (median 2.1 years vs. 1.1 years), but overall rates of local and overall recurrence and survival rates were similar to patients not receiving radiotherapy. Among 26 cancer deaths, 8 (28%) occurred more than 5 years after local excision. On multivariate analysis, no clinical or pathologic features were predictive of local recurrence. Intratumoral vascular invasion was the only significant predictor of survival. Among 34 patients who developed tumor recurrence, the pattern of first clinical recurrence was predominantly local: 50% local only, 18% local and distant, and 32% distant only. Among the 17 patients with isolated local recurrence, 14 underwent salvage resection. Actuarial survival among these surgically salvaged patients was 30% at 6 years after salvage.
Conclusions
The long-term risk of recurrence after local excision of T1 and T2 rectal cancers is substantial. Two thirds of patients with tumor recurrence have local failure, implicating inadequate resection in treatment failure. In this study, neither adjuvant radiotherapy nor salvage surgery was reliable in preventing or controlling local recurrence. The postoperative interval to cancer death is as long as 10 years, raising concern that cancer mortality may be higher than is generally appreciated. Additional treatment strategies are needed to improve the outcome of local excision.
Although local excision for rectal cancer has been practiced for more than 120 years, its proper use for cure of small, localized rectal cancers is still incompletely understood. The appeal of local excision as definitive treatment is considerable. When accomplished by transanal excision, the operation has very low morbidity. There is no need for permanent or even temporary colostomy. Recovery is rapid, and long-term bowel function is excellent. In contrast, radical surgery, even in expert hands, carries a significant risk of perioperative morbidity, may require a stoma, usually necessitates several weeks of recovery, and frequently leaves patients with compromised bowel or sexual function. [1] [2] [3] [4] [5] [6] A prerequisite for using local excision as curative therapy in fit patients is the development and validation of selection criteria that can identify those patients who can be treated by local excision alone without compromising cancer cure. Such criteria remain incompletely defined. Tumor size and configuration, imaging properties by endorectal ultrasound (depth of tumor penetration, regional lymph node detection), and pathologic factors (T stage, grade, and vessel invasion) have all been useful in defining patient populations at low versus high risk of tumor recurrence after local excision. 7, 8 Despite such selection criteria, local excision carries the unavoidable risk of unresected regional disease and incomplete pathologic staging because regional lymph nodes are not removed and are therefore not pathologically assessed. At present, preoperative imaging modalities cannot accurately predict the presence or absence of regional lymph node metastases. Moreover, there is currently no combination of postoperative clinical and pathologic factors that can completely exclude the risk of occult regional lymph node metastasis. 9, 10 The limitation of local excision as a curative operation has been highlighted by recent reports that show a 10% to 40% risk of local recurrence following local excision for T1 and T2 rectal cancers at median follow-up of approximately 5 years. 11, 12 Strategies to enhance local control of rectal cancer have included adjuvant chemoradiation therapy as well as close postoperative surveillance with surgical resection of local recurrence. There have been no randomized studies of radiotherapy or chemotherapy to evaluate their efficacy in enhancing local control following local excision. However, the enhanced local control and survival rates achieved by adjuvant chemotherapy and radiation after radical rectal surgery 13, 14 provide a strong rationale for their use in combination with local excision. Single-arm studies have shown that postoperative chemoradiation is well tolerated after local excision. However, the benefit in preventing cancer recurrence in this setting is unproven, with mature studies showing local failure rates for T2 cancers after excision and chemoradiation as high as 28%. 12, [15] [16] [17] Another uncertainty is how often local tumor recurrence can be cured by salvage radical surgery. This is an important question, as at least half of all recurrences are local-regional. Currently, data on surgical salvage are limited, 11, 12 and additional reports with long-term follow-up are needed.
At Memorial Sloan-Kettering Cancer Center, local excision for cure of small rectal cancers has been used selectively for more than 30 years. 18, 19 Since 1986 adjuvant radiotherapy and, more recently, adjuvant chemoradiotherapy have been used for selected cases judged to be at high risk for recurrence. 20 We have reviewed our institutional experience to evaluate the long-term cancer treatment results for local excision for primary rectal cancer and salvage surgery for recurrence.
PATIENTS AND METHODS
Patients treated by local excision for rectal cancer at Memorial Sloan-Kettering Cancer Center between January 1969 and September 1996 were identified by a review of hospital databases, office records of attending surgeons, and a prospective database maintained by the Colorectal Surgery Service. Databases were queried for procedure codes, and each potential case was investigated by chart review. Inclusion criteria included a pathologic diagnosis of primary T1 or T2 adenocarcinoma of the rectum and definitive treatment by full-thickness local excision. Eighty-four cases were excluded from analysis for the following reasons: stage IV cancer, T3 cancer, pure adenoma, immediate salvage resection for adverse pathologic features (positive margin, poorly differentiated), pathology slides not available, and insufficient follow-up (Ͻ2 years).
In all cases, the preoperative workup included endoscopic examination of the rectum, biopsy of the rectal tumor, and chest x-ray. Tumor location was recorded as the distance from the anal verge to the lower edge of the tumor. In 14 cases, endoscopic snare excision of the rectal tumor was performed before presentation for definitive surgical treatment. CT scan of the abdomen and pelvis was used routinely, although records to document the use of CT were sparse for the 39 patients treated before 1986. Preoperative endorectal ultrasound was obtained routinely starting in 1988, but findings were not recorded for this study.
Tumor excision was performed under general anesthesia using either the dorsal lithotomy or the prone jackknife position. Tumors were generally excised from the rectal wall using electrocautery. Full-thickness excisions were performed in all cases. Tumor grade was assigned as poor, moderate, or well based on the extent of glandular architecture within the tumor. Vessel invasion was scored as present when dysplastic cancer cells were identified within the lumens of blood vessels or lymphatic vessels. Tumor size was assigned as the largest diameter recorded on the original pathology report.
Adjuvant radiotherapy was administered postoperatively to 16 patients, and an additional 15 patients received adjuvant radiotherapy combined with 5-fluorouracil-based chemotherapy. Results in this subset of patients have been previously published. 20 Patients selected for postoperative adjuvant therapy were limited to those with a positive margin, T1 tumors with vascular invasion and/or poorly differentiated histology, or patients with T2 tumors. All patients receiving adjuvant radiotherapy were treated between 1985 and 1996. These patients were treated with 180 to 200 cGy fractions using three-or four-field technique. Anatomical landmarks used to determine the radiation fields were not reviewed. The minimum radiotherapy dose was 4,500 cGy administered to the whole pelvis. Selected pa-
Local Excision for Rectal Cancer tients were treated with doses to the tumor bed as high as 5,400 cGy.
After completion of therapy, patients were followed according to the preference of their physicians, and no attempt was made in this review to document the frequency of surveillance testing. In the vast majority of cases, the excision site was monitored by digital examination and endoscopic visualization. Endorectal ultrasound was not used for postoperative surveillance. Tumor recurrences were documented from clinic notes, radiology reports, and pathology reports. Local recurrence (LR) was defined as any tumor recurrence within the true pelvis. Distant recurrence (DR) was defined as any tumor metastasis identified outside the true pelvis.
The pattern of recurrence was assigned as local, local plus distant, or distant and was based on all sites of disease documented within 6 months from the first evidence of disease recurrence. Salvage resection for LR and the interval from salvage to death or last follow-up were recorded. Patients were evaluated for LR, DR, and disease-specific survival. Outcomes were compared according to treatment and tumor stage. Statistical comparisons of recurrence and survival rates were performed using the Kaplan-Meier method and the log-rank test. Univariate and multivariate analysis of prognostic factors used the Cox proportional hazard method.
RESULTS
One hundred twenty-five assessable patients were identified. The clinical features of the study population are described in Table 1 . Tumor size was available for 112 cases. The median tumor size was 2 cm (range 0. 8 -8) . The five largest (Ͼ4.5 cm) tumors were invasive adenocarcinomas arising within large villous adenomas. Pathology review confirmed 74 T1 cancers and 51 T2 cancers. There were 4 poorly differentiated cancers, and the remaining 121 were moderately differentiated. Intratumoral vessel invasion was present in 18 cases. Microscopic involvement of the surgical margin was detected in 11 cases.
The actuarial rates of local recurrence for T1 and T2 tumors are shown in Figure 1 . Sixty-seven T1 cancers and 27 T2 cancers were treated by local excision alone. Among the T1 patients, 10 patients experienced local recurrence at a postoperative interval ranging from 4 months to 7 years. At 10 years the actuarial LR rate was 17%. For T2 patients, seven patients developed LR at 0.8 to 4.9 years postoperatively, with an LR rate at 10 years of 28%. Although there was a trend toward higher local failure for T2 carcinomas compared to T1 carcinomas, this trend did not reach statistical significance (P ϭ .15).
LR rates for patients treated by local excision plus radiotherapy differed little from nonradiated patients. Ten-year LR rates for T1 and T2 cancers were 17% and 24%, respectively. All local failures occurred within 5 years of surgical excision. However, time to LR was somewhat longer in patients receiving adjuvant pelvic radiotherapy: median time to LR was 2.1 years in radiated cases compared to 1.1 years for nonradiated cases. In evaluating the LR data, it should be noted that patients receiving adjuvant radiotherapy had a higher risk profile than nonradiated patients. Cancers treated with adjuvant radiation were more often T2 (77% vs. 29%, P ϭ .001) and had a higher proportion of vessel invasion (26% vs. 11%, P ϭ .05) and positive surgical margin (23% vs. 5%, P ϭ .002) than those treated by local excision alone. It is clear that patients were selected to receive adjuvant radiation because of these high-risk features. Therefore, direct comparison of the treatment results between radiated and nonradiated patients does not fairly assess the impact of radiotherapy, and interpretation of the results must be done with caution. Actuarial survival rates for patients with T1 and T2 cancers were remarkably similar (Fig. 2) . At 10 years the disease-specific survival rate for nonradiated cases was 74% for T1 cancers and 75% for T2 cancers (P ϭ .6). For radiated cases, the 10-year survival rates were 71% for T1 cancers and 68% for T2 cancers (P ϭ .8). In contrast to LR, death from disease was observed in a time frame extending well beyond 5 years. A total of 26 deaths from disease were observed at follow-up times ranging from 1.7 to 10.9 years. Median time to cancer death was 4.0 years. Time to cancer death was indistinguishable for patients with T1 versus T2 cancers. For the 10 radiated patients who died of disease, there was a slightly shorter median survival (median 3.3 years, range 2.1-10.9) compared to the 16 nonradiated patients who died of disease (median 5.3 years, range 1.7-9.5), but the range of postoperative survival times was identical.
The maturity of the outcome data for this series allowed us to compare oncologic outcomes at 5 and 10 years of follow-up (Table 2) . LR rates and overall recurrence rates were nearly identical at 5 years and 10 years for each cohort of patients, as 22 of 23 local failures and 18 of 22 distant failures occurred within 5 years of local excision. On the other hand, 8 of 28 cancer deaths (28%) occurred beyond 5 years of local excision. It is interesting in this series that the T1, nonirradiated cohort accounted for the one patient with LR and the four patients with distant recurrence beyond 5 years. It is unclear if this is simply a random finding because this cohort is the largest treatment group or whether this cohort is at higher risk for late tumor failures because of early diagnosis and lead-time bias.
A multivariate analysis was performed to identify factors that might contribute to LR and cancer mortality after local excision (Table 3) . No factors were significantly associated with LR. The presence of vessel invasion was, however, strongly associated with survival (P Ͻ .001). A survival curve demonstrating the impact of vessel invasion on survival is shown in Figure 3 .
To evaluate the treatment results of local excision in a clinically favorable cohort, patients with T1 cancers were divided into a high-risk group (n ϭ 11) and a low-risk group (n ϭ 63) based on the presence or absence of adverse features (high grade, vessel invasion, positive surgical margin). Patients with low-risk T1 cancers were found to have a local failure rate of 13% and a disease-specific survival rate of 87% at 10 years (Fig. 4) . Patients with high-risk T1 cancers had significantly worse survival (49%, P ϭ .02) and a trend toward higher local failure (29%, P ϭ .2).
A total of 34 patients developed recurrence of tumor during the follow-up period ( Table 4 ). The predominant site of initial recurrence was local in radiated as well as nonradiated patients. Among the 34 patients who developed tumor recurrence, half were able to have a salvage operation Local Excision for Rectal Cancer with complete resection of their recurrent tumors. Fourteen of 17 local failures (82%) were successfully resected, whereas only 3 of 11 distant recurrences could be resected ( Table 5 ). The subsequent survival rates of patients from the time of recurrence are shown in Figure 5 . Patients whose recurrence could not be resected fared quite poorly, with all patients dying of disease within 4 years. However, resection did not confer a durable remission for most patients. Only 7 of the 14 resected patients had no evidence of disease at last follow-up. The 6-year actuarial survival rate for resected patients was approximately 40% when all recurrences were considered and 45% when isolated LRs were considered.
DISCUSSION
Review of the published literature shows great variation in the oncologic results of local excision for small T1 and T2 cancers of the distal rectum. 21 Several groups have reported local failure rates that are lower (0 -15%) and survival rates that are higher than those observed in the present study. 15, 18, [22] [23] [24] Although more stringent patient selection may be the difference, it is concerning that the crucial differences in patient selection criteria are difficult to define. Moreover, the small number of patients and the variable follow-up of individual patients reported in most published reports raise the question of which data are most representative and useful. Several recent reports from experienced surgical groups suggest that high local failure rates after local excision (15-30%) are the norm when follow-up is sufficient. 11, 12, 25 Recently published studies that include patients who received postoperative adjuvant chemoradiation have equally variable results. 17, 20 At present, the extent to which local control is enhanced by postoperative adjuvant radiation is unknown.
Two prospective studies have been reported. The RTOG randomized 60 patients over 8 years to three treatment arms. 26 The LR rates for T1 and T2 cancers were 39% and 29%, respectively (median follow-up 6 years). The CALGB/Intergroup study reported 59 patients treated by local excision for T1 cancers and 51 patients treated for T2 cancers by local excision with postoperative chemoradiation. 27 LR data were favorable, with 5% local failures for T1 cancers and 14% for T2 cancers. It should be recognized that because 38% of patients registered for this trial were excluded from analysis based on a variety of protocol violations, among which were positive resection margins, the study group may represent an optimized series that is more favorable than a consecutive series of patients encountered in practice. In addition, the median follow-up of 4 years is insufficient for final assessment. Nevertheless, when the mature CALGB/Intergroup results are reported, this will provide benchmark data for this field.
The essential finding of the current study is that tumor recurrence rates are higher than those observed with radical surgery, and a limited number of tumor recurrences can be treated successfully at the time of first clinical recurrence. These findings are similar to the results of a recently published large, relatively mature, retrospective study, in which local failure rates for local excision without radiotherapy were 18% for T1 cancers and 47% for T2 cancers, and salvage therapy yielded only 50% survival with short follow-up. 11 A second important observation in the current study is that death from cancer can occur at quite long intervals after excision. In our series 28% of cancer deaths occurred after 5 years, and the longest postoperative interval to cancer death was 11 years. These findings suggests that long-term cancer survival rates may be lower than generally appreciated in the literature and raise concerns about the use of local excision for young, fit patients. What is the reason for the high LR rates? We were unable to identify any factor that was strongly associated with LR. However, the circumstantial evidence seems to favor occult, unresected local-regional tumor dissemination as the major factor. We observed a preponderance of local failure, with 67% of recurrences including a local component. Most local failures developed relatively quickly (median interval 1.4 years), whereas there was a more delayed appearance of distant metastases (median interval 2.1 years). This pattern of recurrence might be expected with unresected regional lymph node metastases. In contrast, the failure pattern for rectal cancers of all stages treated at our institution by radical surgery without radiotherapy is predominantly distant failure, with local failure being documented in only 6% to 10% of cases. 2, 28, 29 Our data strongly implicate unresected disease in regional lymphatics as a cause of local failure after local excursion.
It is clear that surgeons have difficulty predicting the presence or absence of lymphatic dissemination, even when the final pathologic features of the excised or resected primary rectal cancer are known. 9 The problem of predicting lymph node spread has been shown to be true even for small T1 and T2 rectal cancers, a group in which the overall rate of lymph node spread remains in the 10% to 20% range. 10 Of particular concern is the recent report that among 353 resected T1 colorectal cancers, in which the overall lymph node metastasis rate was 13%, T1 cancers located in the lower third of the rectum were at particularly high risk for lymph node involvement (10 of 29 cases [34%], sixfold relative risk, P Ͻ .001). 30 The published data are convincing that for resected cancers using conventional clinical and pathologic parameters, it is exceedingly difficult to define a group whose risk of lymph node metastases is consistently less than 10%. We believe it is this difficulty that underlies the uncertainty and the compromise involved in offering local excision as curative therapy for rectal cancer.
We were somewhat surprised to discover in our series that microscopic involvement of the surgical margin was not associated with LR. This may be explained by the fact that at our institution, a positive excision margin is regarded as an indication for either immediate radical resection or Local Excision for Rectal Cancer delivery of adjuvant radiotherapy. In the present study, microscopic involvement of the surgical excision margin was observed in only 11 cases, and all 11 received postoperative radiotherapy. Only one (9%) developed LR, and this patient was successfully treated by abdominoperineal resection at the time of recurrence. Thus, it is not surprising that surgical margin was not a dominant risk factor for recurrence or survival in our data. We, of course, believe in the importance of clear surgical margins and feel that clear margins should be achieved in the vast majority of cases. Yet despite clear margins, LR is still seen. Among the 114 patients with clear surgical margins in our series, 22 (19%) developed LR. We speculate that efforts to achieve wider surgical margins will yield little improvement in tumor recurrence rates. Despite frequent arguments for the curative potential of salvage resection at the time of LR, there are few data to support its effectiveness. In a recent review, the data from 15 studies reporting salvage surgery for LR following local excision were described. 21 The median number of salvage operations was four. Follow-up time was not stated in seven studies, and in the remaining studies the follow-up ranged from a few months to 10 years among individual papers. The three largest studies reported disease-free survival rates of 20%, 42%, and 50%. 11, 12, 31 In our own institutional experience, we have previously reported that immediate salvage for high-risk features yields a better outcome than salvage at the time of first clinical recurrence. Data from the present study indicate that surgical resection of recurrence is marginally effective as a salvage strategy. Only half of tumor recurrences are resectable, and less than one half of those resected appear to be cured of their disease. When all patients with recurrence are considered, only 15% to 20% are alive at 6 years after resection.
We conclude that local excision for T1 and T2 rectal cancers is associated with recurrence rates that are higher than those reported for radical surgery. Postoperative adjuvant therapy does not appear to be reliable in preventing local tumor recurrence, and surgical salvage of recurrent cancers has a low cure rate. The data suggest that local excision for T1 and T2 cancers does not offer cure rates equivalent to radical resection. New strategies are needed to improve the oncologic outcome of local excision for rectal cancer. 
DR. STANLEY M. GOLDBERG (Minneapolis, MN): Thank you very much for the privilege of commenting on this paper that Dr. Paty and his colleagues from Sloan-Kettering have presented. As a strong advocate of local excision for early rectal cancers, I was pleased to see that you have utilized this approach at your institution.
Small vessel and lymphatic invasion was found to be a poor prognostic indicator in your series. Dr. Charlie Freil, who is now at the University of Virginia, last year looked at our results and found the identical thing; namely, that a poor prognosis is associated with bad histology, which leads me to my first question: How today would you handle a T1 N0 or T2 N0 patient with bad histology that you obviously could resect transanally?
Dr. Charles Finne III at our institution has shown that transanal microsurgery results in a better margin of resection. This leads me to my next question: Were any of your patients resected by the TEM technique? If so, were the results any better?
We all know that lesions in the posterior rectal wall can be resected with a wider margin than those on the anterior rectal wall. Did you look at your recurrence rates in regard to their location within the rectum?
Your low survival rate with reoperation makes me wonder about the preoperative evaluation of your patients. Did all of your patients have CT scanning before definitive curative surgery? Your data showed no benefit with postoperative chemoradiation. And this leads me to my last question: Based on this study, what is your approach today to the T2 N0 lesion found on endorectal ultrasound? PRESENTER DR. PHILIP B. PATY (New York, NY): Thank you, Dr. Goldberg, for some very good questions.
Your first question was: how do we handle T1N0 or T2N0 cancers with bad histology? I presume you are referring to ultrasound N0, since you wouldn't have pathologic staging. Our practice has been, in patients who have been treated by local excision and found to have unfavorable histology, whether it is high-grade elements or vascular invasion, to offer the patient either adjuvant radiation with chemotherapy or return to the operating room for radical resection. I don't have outcome data to compare these two management options. But in 1995 Dr. Warren Enker did publish a paper from our institution indicating that when high-risk features are found in the local excision specimen, the patients who return to the operating room immediately for radical surgery have a significantly improved disease-free survival compared to patients who have radical surgery at the time of local recurrence. So, these are tough questions in tough cases. I think it boils down to the informed consent issue. I try to present the options to the patient and make a decision on an individual basis.
Regading the use of transanal endoscopic microsurgery, we have not used this technique in our institution, and I can't really comment on whether it would achieve better results. My sense, though, is that achieving a wider surgical margin in the bowel wall is not the problem. From our data, I feel that early lymphatic dissemination is more likely to be the problem and I am not sure TEM selves that.
Regarding posterior versus anterior lesions, we did not have that information for the early cases in our series and we didn't look at location. We found it hard in retrospect to convincingly assign tumors as anterior or posterior because many were lateral.
Regarding CT scans, we didn't report the CT data except to note that the patients were not felt to have metastatic disease at the time of surgery. At our institution from the mid-1980s on, virtually all patients did have preoperative CT scans as part of their workup for rectal cancer. I believe the vast majority of patients in this study did have CT scans. Endorectal ultrasound has also been used routinely for rectal cancer at our institution since 1988.
Your final question was: how are we handling a patient with a T2N0 tumor on endorectal ultrasound? Again, I think these cases are some of the most difficult to manage. We take an individualized approach based on the tumor location, the biopsy features, and the gross configuration. If the tumor is amenable to a low anterior resection, even a very low coloanal, we generally recommend radical surgery for fit patients with T2 tumors. When the lesion might require a permanent colostomy, then the option of local excision and adjuvant chemoradiation is given greater consideration.
DR. BRUCE G. WOLFF (Rochester, MN): As of today, to put it in New York City terms, local excision has become the third rail of rectal cancer surgery. Drs. Paty and Wong and their colleagues are to be commended for bringing these somewhat disturbing results to our attention, adding further impetus to the previously reported data from the University of Minnesota referenced by Dr. Goldberg. I have three questions.
First, only 31 patients had chemoradiation or radiation therapy, and there was no improvement in local recurrence or survival. In fact, it seemed to be somewhat worse. Last year, Dr. Timothy Yeatman and his colleagues reported, at this very meeting, work that showed much better results with local excision in patients who had preoperative chemoradiation therapy in a similar group of patients. Is preoperative chemoradiation therapy one of the techniques, or strategies, as you refer to it, to be added in the future to Finally, how has your practice at Memorial-Sloan Kettering changed regarding local excision? Preoperative staging has improved tremendously in recent years, and, at your institution, is as accurate as it is anywhere in the world, and undoubtedly some of your patients in this series were understaged. And that would not occur today. So does that make these results somewhat invalid? To put it more specifically, and to follow up with Dr. Goldberg's question, if I can try to nail you down on this, if I have a 48-year-old man with a 1.5-cm lesion, uT2 N0 at the dentate line, do I recommend an abdominal peritoneal resection on that man or a local excision?
DR. PHILIP B. PATY (New York, NY): Thank you, Dr. Wolff. Very good questions.
Your first question concerned the role of preoperative chemoradiation therapy or other strategies to improve the outcomes for local excision. I think strategies to improve the results are either going to relate to better patient selection or better treatment.
With regard to preoperative radiation, I do think there is a theoretical advantage. When patients are radiated up-front, you can then select patients for local excision based on the response to radiotherapy. You might be more inclined to locally excise those tumors that respond well and radically resect those that do not. In addition to sterilizing microscopic metastases in the pelvis, reoperative radiation may also reduce the likelihood of tumor cell implantation and subsequent recurrence in the local excision site. So, I do believe there is some advantage for the more high-risk cases. On the other hand, the flip side of the coin of local excision is that the majority of patients we operate on are cured. We just can't identify them beforehand. So, why radiate everybody, make it more complicated and add to the cost, when what we really need is better information: who can be cured by local excision? In that sense, I think the most compelling strategy for the future is to get more information through molecular markers or other highly sensitive imaging techniques to better select patients.
Your second question was regarding whether radical surgery would have changed the outcome and did we have a case-matched series. There has never been a true randomized study. And there is no question that patients treated by local excision are a different group when compared to those treated by radical surgery.
In our institution, we have not yet done a matched case control comparison. But we have reviewed our results of T1N0 and T2N0 cancers treated by radical surgery. The local failure rate was 6% and the five-year survival rate was 85%, which I think is superior to the results I presented today. I would argue that the radical surgery group is actually a more advanced group of T1 and T2 tumors, since it is the very small ones we treat by local excision.
Although there is no randomized trial and no proof, I think the evidence is compelling that local excision is a compromise treatment. The failure pattern is reversed. After local excision, there is local failure; whereas after radical surgery, failures are primarily distant. Although many patients do well after local excision, we can't confidently identify those patients who will have outcomes equivalent to radical surgery.
Regarding our practices, particularly the use of preoperative imaging and endorectal ultrasound, are the results we presented today relevant to 2002? I think that is an excellent question. Obviously, in order to accumulate enough cases to analyze, a more than twenty-year retrospective review was required and this is reflective of the past. And I think that you are absolutely right-we now do many things differently. We don't often do the trans-sphincteric or Kraske approaches anymore. We tend to limit ourselves to transanal excision, we are more selective about who we operate on, and we have higher-quality endorectal ultrasound. It may be true that today's results are better and I think we have to be cautious about overreacting to nonrandomized historical data. However, until better data are reported, we are left with the data we have.
Finally, your last question regarding the 45-year-old male with a T2N0 lesion at the dentate line: would I do an APR or local excision? Although I would consider APR to be the gold-standard therapy, this is an informed consent issue. You have two options in front of you and I don't believe there is a right or wrong answer. Your recommendation might depend on where the tumor is located, how deep it is, whether there is an option for preoperative radiation to shrink it, and how confidently you believe you can perform a local excision with clear margins and maintain good function. Also, patient preference is always an important factor.
